NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latteT are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of W1PO. 

In these Notes, "Article, " "Rule" and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report and the written opinion of the International 
Searching Authority, one opportunity to amend the claims of the international application. It should however be emphasized 
that, since all parts of the international application (claims, description and drawings) may be amended during the 
international preliminary examination procedure, there is usually no need to file amendments of the claims under Article 19 
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another 
reason for amending the claims before international publication. Furthermore, it should be emphasized that provisional 
protection is available in some States only (see PCT Applicant's Guide, Volume I/A, Annexes Bl and B2). 

The attention of the applicant is drawn to the fact that amendments to the claims under Article 19 are not allowed where 
the International Searching Authority has declared, under Article 17(2), that no international search report would be 
established (see PCT Applicant s Guide, Volume I/A, paragraph 296). 

What parts of the international application may be amended ? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before the 
International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Preliminary Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 or, 
where applicable, Article 41 . 



When ? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority date, 
whichever time limit expires later. It should be noted, however, that the amendments will be considered as having 
been received on time if they are received by the International Bureau after the expiration of the applicable time 
limit but before the completion of the technical preparations for international publication (Rule 46.1). 



Where not to file the amendments ? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of one 
or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must be 
renumbered consecutively (Section 205(b)). 

The amendments must be made in the language in which the international application is to be published. 



What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)" (see below, under "Statement under Article 19(1)"). 
The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is English, the letter must be in English; if the language of the international 
application is French, the letter must be in French. 
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Efficacy and Safety of Maraviroc plus Optimized Background Therapy in Viremic, ART- 
experienced Patients Infected with CCR5-tropic HIV-1 in Europe, Australia, and North America- 
24-Week Results 

M NcImjii 1 , (j I .ilkenheucr 2 . I KoikjuiW. A Lazzarin 4 . N CIumcck\ A I turban". M Tawadrous 7 . J Sullivan- 1 . H Mayer', and iilna van der 

Ry.sr-* 

i lu-Lu-a anJ Westminster Hnsp, Umdun. UK; 'Umversitavisklmik Knln. Germany: l>jizer Global H&IX Sumhvuh. UK; 4 Hasp San 
Rutfuele. Milan, Italy; Ctr liosp Univ St Pierre, liriissets. Ueit>ium: f 'Szpi(al Ztikazny Cent nan Diut>noxtyki i Terupii A ZDS. War jaw, 
I'titttnd; and ' i'ftzer Global K&D. New Umdtm, CT. US 

Hackurmind: MOTIVATE 2 is I of 2 ongoing, double- blind placebo-controlled, phase 2b/3 studies assessing the safety and 

rt licacy of the novel CCR5 antagonist maraviroc (MVC), in treatment-experienced HIV-infected patients. These arc the results of a 

[if an ned interim analysis at week 24. 

Methods: Triple class -experienced patients (±triple-class resistance) with I II VI RNA >5 (XX) copies/ mL and only R5 virus 
(Trolilc assay) were randomized I : 2 : 2 to receive placebo or MVC (300-mg dose equivalent) once or twice daily plus optimized 
background therapy <OBT) (3 to 6 ART drugs ± low-dose ritonavir). When OBT contained a protease inhibitor (PI) {other than 
tipranavir) and/or dclavirdine. MVC 150 mg once or twice daily was administered; otherwise 300 mg once or twice dailv was used. 
Hie primary endpoint was the mean change in HIV- 1 RNA from baseline to week 24. 

Results: Of 475 patients randomized. 464 received >1 dose of study drug. Baseline' characteristics were similar across treatment 
arms. Baseline median CD4 count (174, 174, and 182 cells/mm 7 ') and mean HIV- 1 RNA (4.89, 4.87. and 4.84 !og JO copics/mL) 
were also similar in the placebo, MVC once daily, and MVC twice daily arms, respectively. OBT contained *'2 active drugs in 66 0 
(.2.6. and 62..V.f of patients in the placebo. MVC once daily and MVC twice daily urms, respectively. Adverse events, severe 
.idverse events, A IDS -de fin ing events, and laboratory abnormalities (including liver enzyme abnormalities) occurred with similar 
frequency in the 3 treatment groups. The following analyses are based on all randomized patients who received >l dose of study 
Jru*;: 
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Caiegory C A IDS -defining events, n 


II 


17 


II 


Discontinuations due to adverse events. 


2(2.2) 


*J (4.9) 


7(3.7) 


n i '.*<;) 








Deaths*, n ( 'A- ) 


0 


4 (2.2) 


4(2.1) 



'Mean of all pre- 1 lose assessments 
'Last Observant in Carried Forward 



' Discontinuations-no change from ML 

•No deaths were related to study drug according in investigators 



Conclusions: In this treatmcnt-expciiericed population. MVC (twice or once daily) + OBT provided significantly superior 
v.rolog.c c.aitrol and .ncreases n, (JD4 cell coum compared with placebo + OBT. There were no clinically relevant difference, ,n 
the salety prol.lc between the MVC (twice or once da.Jy) + OBT and placebo + OBT treatment groups 
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PCT/US 08/05564 
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